Purpose: Radiotherapy (RT) has been reported to effectively palliate many symptoms of patients with metastatic rectal cancer (mRC). The objective of this study was to evaluate the survival benefit of RT in mRC. Methods: A retrospective population-based cohort study was performed using the Surveillance, Epidemiology, and End Results Program (SEER) database. Patient baseline demographic characteristics between the RT and no-RT groups were compared using Pearson chi-square tests. The outcome of interest was cause-specific survival (CSS). Propensity score (PS) matching and Cox proportional hazards regression analyses were performed to evaluate the prognostic power of variables on CSS. Results: A total of 8851 patients with mRC were identified in the SEER database. Multivariable Cox regression analysis showed that RT was a protective factor in mRC (hazard ratio [HR]= 0.702, 95% confidence interval [CI]=0.665-0.741, p<0.001). In subgroup analysis, multivariate Cox analysis demonstrated that patients of both surgery and no-surgery subgroups treated with RT had better CSS than those not treated with RT (HR=0.654, 95%CI=0.607-0.704, p<0.001 for the surgery group; HR=0.779, 95%CI=0.717-0.847, p<0.001 for the no-surgery group), PS matching resulted in 4170 mRC patients and RT group presented significantly improved survival benefit than no-RT group (22.0 vs. 13.5%, P <0.001). In surgery subgroup after PS matching, in especial, RT group showed more evidently improved survival benefit than no-RT group (30.3 vs. 18.0%, p <0.001). Conclusion: Using the SEER database, we definitely demonstrated that RT was associated with a significant survival advantage beyond the relief of a variety of pelvic symptoms in the setting of mRC. This study strongly supports the use of RT in selected patients with mRC, especially in patients who have undergone surgery. More studies need to be conducted to accurately define the role of RT in mRC.
Introduction
Colorectal cancer (CRC) is the third most commonly diagnosed cancer in the United States [1] . The incidence of CRC in Asian countries is increasing rapidly, a trend that is similar to that seen in Western countries [2, 3] . Approximately 20%-25% of patients will present with metastatic disease and an additional 20-30% of patients will develop metastatic disease after surgery [4, 5] . However, without treatment, these metastatic rectal cancer (mRC) patients will have a life expectancy of only between 5 months and 6 months in stark contrast to patients diagnosed without metastasis [6, 7] . Currently, the combination of surgical techniques, diagnostics, radiotherapy and new oncologic drugs has contributed to improved outcomes in rectal cancer (RC), including prolonged survival in mRC [8] . The overall survival of patients diagnosed with unresectable metastatic colorectal cancer has increased to more than 30 months with the Ivyspring International Publisher integration of multiple cytotoxic agents and targeted therapies [9] .
Although RT was included in the National Comprehensive Cancer Network (NCCN) guidelines as a treatment option for various types of cancer, population-based studies report a general underutilization of palliative radiotherapy [10] . However, the real-world effect of RT on survival of cancer patients might do exist and was worth exploring. In addition, metastatic nasopharyngeal cancer, metastatic prostate cancer and metastatic breast cancer are reported to have a survival benefit when treated with radiotherapy (RT) [11] [12] [13] . Therefore, we conducted this study using the Surveillance, Epidemiology, and End Results Program (SEER) database to determine whether mRC patients who received radiotherapy therapy had improved cause-specific survival (CSS) compared with those who did not.
Materials and Methods

Patients
Data were obtained for all patients with a diagnosis of malignant primary rectal cancer from the SEER Program of the National Cancer Institute (Figure 1 ). The SEER Program is an authoritative source of information on cancer incidence and survival in the United States. The SEER database provides a comprehensive source of population-based information and included all newly diagnosed cancer cases that occur in people residing in SEER-participating areas. Between 2004 and 2013, the SEER database included approximately 28% of the United States population. Patients were selected based on the following criteria: (1) patients were diagnosed from 2004 to 2013, (2) patients presented with mRC, (3) patients had no history of other cancer, (4) patients were diagnosed with confirmed histology, (5) patients were under active follow-up, (6) TNM stage was known, (7) the surgery status of patients was known, and (8) information on CSS and survival months was available.
Statistical analyses
The different baseline characteristics between patients treated with RT and without RT were compared by Pearson chi-squared test for categorical variables. The endpoint used for comparison was rectal CSS based on selected patients. For univariate analysis, the Kaplan-Meier method with a log-rank test and a univariate Cox proportional hazards model were used. Age at diagnosis, gender, race, marital status at diagnosis, grade, T stage, N stage, histology, status of surgery, radiotherapy, and tumor size were included in the multivariate analysis by a Cox proportional hazards model.
In observational studies, there can be significant bias introduced by inherent differences between patients based on treatment selection. To decrease the risk of biased estimates of treatment effect, we defined the logit of predicted probability of treatment as a propensity score using the following baseline characteristics that strongly related to the survival but less strongly related to treatment: age at diagnosis, gender, race, marital status at diagnosis, grade, T stage, N stage, histology, status of surgery and tumor size [14, 15] . Subjects receiving RT were matched on a one-to-one basis with subjects without receiving RT. Matching was performed based on nearest-neighbor matching, and RT and no-RT patients were matched within their respective risk groups. Propensity scores reflect the probability that patients received RT or did not receive RT based on their baseline characteristics.
Results
Patient characteristics of overall cohort
A total of 8851 patients with mRC were identified in the SEER database. Patients' baseline demographic characteristics are summarized in Table  1 40 .9%, p<0.01) were more likely to receive RT. Other characteristics were similar in the groups with and without RT. Propensity score (PS) matching was performed on the overall cohort, and resulted in 2085 patients in the no-RT group and 2085 patients in the RT group.
Improved survival benefit of radiotherapy in mRC patients
The median follow-up time for the overall cohort was 16 months. At the end of the follow-up time, 5916(66.8%) patients died of mRC, and the 1-, 3-, and 5-year CSS rates were 68.3%, 31.6%, and 15.8%, respectively.
The results of multivariate analyses by Cox regression is detailed in Table 2 . RT was identified as a predictive factor for survival on univariate analysis (Figure 2A, HR=0 .713, 95%CI=0.675-0.752, P<0.001). Factors that showed prognostic significance in univariate analysis were included in multivariate analysis of the overall cohort. When multivariate Cox regression analysis was performed, the outcome showed that RT was associated with a significant increase in CSS (RT, HR=0.702, 95%CI=0.665-0.741, P<0.001, using no RT as a reference). In addition, we identified nine factors as independent protective factors included age, marital status at diagnosis, grade, AJCC T stage, AJCC N stage, histology, surgery status and tumor size. However, gender was not a prognostic factor according to univariate survival analysis (P = 0.189). Propensity score matching was performed and resulted in 4170 patients. After PS matching, the 5-year CSSs of patients in the RT group and no-RT group were 22.0 and 13.5% respectively, a statistically significant difference in univariate analysis ( Figure 2B , p<0.001).
Patient characteristics and survival analyses of the surgery subgroup
The overall cohort contained 5520 mRC patients who had undergone surgery. (Table 4) . Multivariate analysis also identified the following independent prognostic factors for CSS: patient age at diagnosis, patient marital status at diagnosis, tumor grade, tumor T stage, tumor N stage, tumor histology, patient surgery status and tumor size (p<0.05). In addition, PS matching was performed using the above independent prognostic factors. The PS matching resulted in 2862 patients, and univariate analysis of the surgery subgroup showed that the 5-year survival rates of the RT and no-RT groups were significantly different ( Figure 3A 
Figure 2. Survival curves of mRC patients in SEER database (A)
. Before PS matching: the 5-year CSSs of patients in RT group and no-RT group were 21.2 and 12.6%, respectively, of which the difference was statistically significant (P<0.001), (B). After PS matching: the 5-year CSSs of patients in RT group and no-RT group were 22.0 and 13.5%, respectively, of which the difference was statistically significant (P<0.001).
Figure 3. Survival curves of mRC patients in SEER database after PS matching (A)
. In surgery group: the 5-year CSSs of patients in RT group and no-RT group were 30.3 and 18.0%, respectively, of which the difference was statistically significant (P<0.001), (B). In no-surgery group: the 5-year CSSs of patients in RT group and no-RT group were 8.4 and 4.0%, respectively, of which the difference was statistically significant (P<0.001).
Patient characteristics and survival analyses of no-surgery subgroup
The overall cohort contained 3331 mRC patients who had not received surgery. (Table 6 ).
Multivariate analysis also identified the following independent prognostic factors: patient age at diagnosis, patient race, patient marital status at diagnosis, tumor grade, tumor T stage, tumor histology and status of surgery (p<0.05). In addition, PS matching was performed using the above independent prognostic factors. The PS matching resulted in 1782 patients and univariate analysis of the no surgery subgroup showed that the 5-year survival rates of the RT and no-RT groups were also significantly different ( Figure 3B, 8.4 vs. 4.0%, p<0.01). 
Discussion
RT is reported to be used as palliative treatment to effectively relieve pelvic symptoms such as bleeding, pain and other pelvic symptoms in the clear majority of patients with symptomatic rectal cancer [16] [17] [18] [19] . According to the NCCN clinical practice guidelines on rectal cancer (version 3.2017), in the case of mRC, RT was only recommended for patients to reduce the pelvic recurrence. And Yamada S et al. [20] suggested that Carbon-ion radiation therapy may be an effective treatment for locally recurrent rectal cancer. The survival benefit of RT, however, was inconclusive, and the results were restricted by the amount of the samples [21] [22] [23] [24] . In addition, prospective studies demonstrating a survival benefit for patients with mRC receiving palliative RT do not exist. SEER is a comprehensive population-based database in the United States that includes disease stage at initial diagnosis, initial treatments performed, and accurate data regarding patient survival. In this study, a total of 8851 patients with mRC were identified with initial presentation between 2004 and 2013 in the SEER database and our analyses indicated that RT was associated with an improved survival benefit.
An interesting phenomenon in the overall cohort was that patient age was negatively associated with the receipt of RT, and one explanation for this phenomenon was the presence of comorbidities. RT is usually used for symptoms management and few reports suggest decreased efficacy or increased toxicity when palliative RT is used in older patients. However, the reasons behind this phenomenon are unclear and deserve further investigation even in the oldest patients [25] [26] [27] .
For now, surgery provides the best treatment for rectal cancer, and chemotherapy can be a valuable adjunct therapy when given in a (neo-)adjuvant fashion or as conversion therapy to reduce tumor size in the initially unresectable tumors of mRC patients. RT is a successful, time-efficient, well-tolerated, and cost-effective intervention that is an indispensable component of palliative oncology care, and the clear benefits of RT for the treatment of stage II/III rectal cancer have be identified. However, the role of RT in the treatment of mRC is not yet clear.
There is very little data concerning the survival benefit of RT in mRC, and the earliest exploration we can found is in 2010, when Kim and his colleagues [28] suggested that RT could significantly reduce the pelvic failure rate but its influence on overall survival was unclear with a retrospective clinical study containing only 89 patients diagnosed with synchronous liver metastasis. In 2012, Chang CY et al. [24] compared the effect of concurrent postoperative RT with chemotherapy to postoperative systemic chemotherapy without RT by the analyses of 69 patients with mRC after complete resection and found both no apparent survival benefit and reduced local recurrence of postoperative RT in mRC after complete removal of tumors. Also in 2012, a study in Korea believed that the survival benefit of RT in mRC was not apparent after an analysis of 68 patients with metastatic rectal cancer [29] . Similarly, Min et al. [22] analyzed 176 patients with mRC who underwent TME and reported that pelvic RT might have benefits in locoregional control, yet the survival difference was not significantly different between the RT and no-RT groups after surgery. From the above it can be seen that the previous studies suggested that the survival benefit in mRC was not apparent or inconclusive. However, we did not agree with the conclusions and we think their results were restricted by the amount of samples. In 2001, Crane et al. [30] found that chemoradiation combined with surgery had an improved 2-year survival compared with radiation alone, which is in good agreement with our analysis. Before PS matching, the 5-year CSSs in the RT group and the no-RT group for the overall cohort were 21.2% and 12.6%, respectively (p<0.01), similar to outcomes after PS matching. The 5-year CSS for patients who had received RT was 30.3% compared with 18.0% for those patients not treated with RT in the surgery subgroup (p<0.001) and the improved 5-year CSS was higher than that of the overall cohort. In addition, the no-surgery subgroup also showed an improved CSS, but not as obvious as the surgery subgroup, which is consistent with the study above: mRC patients who have received surgery are more likely to be treated with RT than those who have not received surgery. In clinical practice, many clinicians recommend postoperative RT in mRC patients after curative resection based on the NCCN guidelines. We strongly agree with this way according the result of our analyses. RT can not only relieve pelvic symptoms and reduce local recurrence but also provide apparent survival benefit after surgery. Beyond that, the adverse effects offered by radiotherapy are often favorable when compared to those caused by chemotherapy. Except for the increased fatigue, the toxicity of radiotherapy is limited to the normal tissues [31] . And most common radiotherapy adverse effects resolve within 4 weeks after the completion of treatment, previous studies also showed that quality of life could return to baseline within 1 month [32, 33] . A 12-year follow-up of a multicenter randomized controlled trial [34] showed that the improved CSS with radiotherapy was weakened by an increase in other causes of death, we therefore believe more research is needed to determine a more accurate role for RT.
What might account for the survival benefit of palliative RT to mRC? Patients with metastatic breast cancer, renal cell carcinoma, prostate cancer, lung cancer, and primary brain tumors are reported to have a survival benefit with the use of RT to treat the primary or metastatic disease by decreasing tumor burden [35] [36] [37] [38] [39] . RT could eliminate the primary tumor burden of rectal cancer, which reduced the probability of death by uncontrolled local disease progression, and a reduced tumor burden might reduce the source of cancer cells that could metastasize by "self-seeding" [40] . Therefore, RT may reduce the number of circulating rectal cancer cells. Many studies have documented the myriad mechanisms through which RT can increase the sensitivity of tumor cells to direct T-cell-mediated killing [41] . Therefore, we also think RT-enhanced immune function may be responsible for the improvement of survival. And Low dose radiation has been shown to induce biological responses like inflammatory responses, innate immune system activation, the repair of cellular DNA and protein damage which are the adaptive response [42] . Still, the mechanism underlying the survival benefit of RT to mRC remains unknown. In addition, RT is also reported to exert local and distant effects on tumor cells migration through mechanisms including vascular damage, EMT induction, cytokine production and macrophage-induced metastasis [43] [44] [45] , leading us to believe that the mechanisms underlying the impact of RT to metastatic disease are complicated and include multiple factors. Above all, we strongly believe that the mechanisms and interactions behind this phenomenon deserve further and careful investigation.
Our study had several limitations when using the SEER database for analyses. The first limitation is that the SEER database does not collect detailed follow-up information, so we were unable to identify whether the patients originally presented with mRC or developed metastatic disease after the diagnosis of rectal cancer, and then received palliative RT. There is a possibility that the efficacy of palliative RT differs between the patients who originally presented with mRC and those who developed metastatic disease after the diagnosis of rectal cancer. Next, SEER reporting does not specify the regions where RT was administered (i.e., the pelvis, the primary tumor, metastatic sites or a combination). The regions to which RT was administered might also be associated with the efficacy of RT. Finally, the RT modalities used were heterogeneous. Although there is no evidence of a survival difference between different irradiation modalities in the literature, the heterogeneity in different treatment modalities may affect the outcomes. Despite these drawbacks, we believe our analyses provide a better understanding of the role of palliative RT in mRC patients and could induce more relevant studies that will direct the clinical application of RT in rectal cancer patients with metastasis in the future.
Conclusion
Currently, surgery and chemotherapy are the primary treatments for mRC. However, our analyses using the SEER database suggest that RT could provide significant survival benefits for patients with stage IV rectal cancer, and we thus argue that standard local treatment should not be disregarded in patients with metastatic disease. We also believe these results need to be tested in more clinical trials to elucidate the biological mechanisms by which RT affects survival, to identify which patients might best benefit from RT, and to accurately define the role of RT in the comprehensive treatment of mRC patients.
